Gout is an inflammatory arthropathy characterised by elevated serum uric acid levels. In Australia, gout has a prevalence of 1.7 -4%.
THU0448 CHARACTERIZATION OF PATIENTS WITH CHRONIC REFRACTORY GOUT WHO DO AND DO NOT HAVE CLINICALLY APPARENT TOPHI: RESPONSE TO PEGLOTICASE
N
Background:
The term "chronic refractory gout" defines a subset of chronic gout patients who are either intolerant of or unresponsive to standard uric acid (UA) lowering therapy (ULT). Subjects (N=85) meeting this definition were enrolled in a study of pegloticase (8 mg every 2 weeks [q2w], the approved dose), a mammalian recombinant uricase conjugated to polyethylene glycol that is approved for the treatment of gout refractory to conventional oral ULT. Of this group of subjects, 73% had clinically apparent tophi, whereas 27% did not. Objectives: To determine the clinical characteristics and response to pegloticase therapy in patients with chronic refractory gout with and without clinically apparent tophi. Methods: This analysis used results from two pivotal randomized controlled trials 1 to assess the clinical characteristics and the efficacy of pegloticase (8 mg q2w) in patients with chronic refractory gout with or without tophi at baseline. The results for serum urate (UA), flares, Patient Global Assessment (PGA), tender and swollen joints (TJC and SJC), bodily pain, Health Assessment Questionnaire-Disability Index (HAQ-DI), and the Arthritis-Specific Health Index (ASHI) and Bodily Pain from the Medical Outcomes Study Short Form 36 item (SF-36) were determined for each group. Results: The analysis included patients with chronic refractory gout, 62 with tophi at baseline and 23 without tophi. Chronic refractory gout patients in the two groups were similar at baseline, with the only significant differences in mean values between tophaceous and nontophaceous gout groups as follows: TJC, 14.2 vs 5.00 (P=0.01); SJC, 10.9 vs 3.4 (P=0.003); ASHI, 50.4 vs 64.7 (P=0.03); and HAQ-DI, 1.3 vs 0.6, respectively (P=0.001). Other measures of disease impact and comorbidities were not significantly different between groups. Treatment with pegloticase 8 mg q2w resulted in significant and comparable reductions in serum UA in both groups. Comparison of results from baseline and after 6 months of treatment for patients with tophi at baseline indicated significant reductions in serum UA (P<0.0001), flares (P<0.0001), PGA (P<0.0001), TJC and SJC (both P<0.0001), HAQ-DI (P=0.02), and SF-36 Bodily Pain (P<0.0001). Results for patients without clinically apparent tophi at baseline indicated significant improvements in serum UA (P<0.0001), flares (P=0.004), PGA (P=0.009), TJC (P=0.01), SJC (P=0.003), SF-36 Bodily Pain (P=0.03), and ASHI (P=0.0001). Conclusions: These results indicate that chronic refractory gout patients may present with or without clinically apparent tophi. Tophaceous patients are distinguished by more tender and swollen joints, greater disability, and greater arthritis severity, but otherwise are similar to nontophaceous patients. Both groups had significant clinical benefit over 6 months of treatment with pegloticase. Because of the availability of clinical results from subjects with chronic refractory gout treated with pegloticase (8 mg every 2 weeks), a mammalian recombinant uricase conjugated to polyethylene glycol that is approved in the US for treatment of adult patients with chronic gout refractory to oral urate lowering therapy 2 , the utility of these proposed criteria could be assessed. Objectives: To test the utility of the preliminary criteria to discern a complete response (CR) in subjects with chronic refractory gout treated with pegloticase (8 mg every 2 weeks). Methods: Data from two randomized clinical trials (RCT) evaluating the impact of pegloticase therapy in subjects with chronic refractory gout were examined.
2 Of this group of subjects, 42% had persistently lowered serum urate and 58% did not meet the urate-lowering endpoint of this RCT. Initially, individual patient data was reviewed to establish the frequency with which subjects, who were responders to pegloticase, met the proposed remission criteria. Mixed modeling was then employed on data from these subjects to determine the components of the model that best correlated with time of maximum benefit. Results: Of 34 pegloticase responders, 25 (73.5%) met the published criteria 1 of remission. However, pain assessment was often an outlier; data obtained by visual analogue scale and Medical Outcomes Study Short Form-36 questionnaire often differed. Mixed modeling was, therefore, carried out using the data obtained from the subjects meeting criteria for remission to determine the components that best correlated with time to maximum benefit. Other clinical outcome measures assessed in the clinical trial were also analyzed. Besides serum urate levels in the mixed modeling analysis, the components of response that best correlated with time of maximum benefit included assessment of tophi (analyzed photographically), number of swollen joints, number of tender joints and patient global assessment. Using these criteria, 25 of the responders (73.5%) and 29.4% of the entire pegloticase-treated population met criteria for a CR. The median time to reach a CR was 252 days (range: 126-966 days). Of interest, when a decrease in serum urate was omitted, 6 (12.2%) of the pegloticase nonresponders also met criteria for a CR. Patients receiving placebo did not achieve the composite outcome measure considered as CR. Conclusions: These results have defined criteria for achieving CR in individuals with chronic refractory gout treated with pegloticase and suggest that most individuals who persistently lowered their serum urate levels while on pegloticase reached criteria for CR in a median of 8.4 months. This composite CR definition can serve as an evidence-based target aiding the design and endpoints of future clinical trials. 
